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diffraction (PXRD) data was gathered on a Bruker SMART APEX II diffractometer using Cu radiation, and powder patterns were analyzed with the APEX II package using the phase ID plugin. UV-Vis absorption spectra were obtained using a Shimadzu UV-2401 PC UV-Vis recording spectrophotometer.
Size and zeta potential information was obtained on a Malvern ZetaSizer dynamic light scattering instrument. Confocal microscopic images were obtained on glass slides and imaged on the Olympus FlowView confocal microscope at the UNC-CH Microscope and Imaging Facility. Images were analyzed using ImageJ (with the UCSD plugin) and PhotoShop. 
Formulation of Simulated Body Fluid (SBF).
SBF was prepared by following a literature procedure.
[1] To make 1 L of SBF, 800 mL of H 2 O was heated to 37 ºC, and the following reagents were added sequentially in the order listed: NaCl (5.585 g), NaHCO 3 (0.965 g), Na 2 CO 3 (1.765 g), KCl (0.225 g), K 2 HPO 4 ·3H 2 O (0.230 g), MgCl 2 ·6H 2 O (0.217 g), HEPES (2-(4-(2-hydroxyethyl)-1-piperazinyl)ethanesulfonic acid, 11.928 g, dissolved first in 100 mL H 2 O), CaCl 2 (0.191 g), Na 2 SO 4 (0.072 g). The pH was raised to 7.40 by adding 0.75 mL of 1.0 M NaOH, and the solution was cooled to room temperature. More H 2 O was added to raise the volume to 1 L. 
Synthesis of DOPE-FITC.
Fluorescein isothiocyanate (FITC, 27.3 mg, 0.07 mmol) was added to a small round-bottom flask and dried under high vacuum for 1 h. Anhydrous methanol (10 mL) and triethylamine (6.2 µL) were added to the round-bottom flask, followed by 0.5 mL DOPE (100 mg/mL, 0.067 mmol in anhydrous dichloromethane). The reaction was magnetically stirred under nitrogen gas at room temperature for 5 h in the dark. After the removal of solvent by rotary evaporation, the product was redissolved in methanol (77 mg, 25 mg/mL, 100% yield). Figure S10. SEM images of (a) Ru(bpy) 3 -doped 3a, (b) 4a, and (c) Ru(bpy) 3 -doped 4a. DLS data for Ru(bpy) 3 -doped 3a shows a number average of 119.5 nm, PDI of 0.154, and zeta potential of -20.6 nm in 1 mM aq. KCl. DLS data for 4a shows a number average of 82.4 nm, PDI of 0.345, and zeta potential of -11.8 mV in 1 mM aq. KCl. DLS data for Ru(bpy) 3 -doped 4a gives a number average of 160.6 nm, PDI of 0.365, and zeta potential of -16.1 mV in 1 mM aq. KCl. Figure S11 . UV-Vis spectra of 3a and 10 mol% Ru(bpy) 3 -doped 3a showing absorbance attributed to the Ru(bpy) 3 2+ dye at ~630 nm. The sharp peaks at ~540 and ~620 nm are from the particles themselves. Figure S12 . Number distribution obtained from DLS for 1:1 (by mol) DSTAP/DOPE liposomes and 10 mol% DOPE-AA 1:1 (by mol) DSTAP/DOPE liposomes. DLS data for the non-targeted liposomes gave a number average of 25.7 nm, PDI of 0.318, and zeta potential of 59.5 mV in 1 mM KCl (aq) . DLS data for the AA-targeted liposomes gave a number average 36.7 nm, PDI of 0.175, and zeta potential of 59.2 mV in 1mM aq. KCl.
Cytotoxicity assay of 1 and 2 against CCRF-CEM cells. Confluent CCRF-CEM cells were centrifuged from suspension and a cell density was obtained from a hemocytometer. A 6-well plate was seeded with 1.0x10 6 cells/well and a total of 1.5 mL media. The plate was incubated at 37 °C and 5% CO 2 overnight. Amounts of 1 or 2 as a particle suspension in RPMI-1640 medium were added to wells resulting in MTX concentrations of 0, 5, 12.5, 25, 50, and 100 µM. The plate was incubated at 37 °C and 5% CO 2 for 3 h and viability was determined via the trypan blue exclusion assay. Figure S13 . In vitro cytotoxicity curves for free MTX and 1, displaying that there is no improvement in efficacy from 1. IC 50 values for free MTX and 1 were 20 µM and 35 µM, respectively. Figure S14 . In vitro cytotoxicity curves for free MTX and 2, displaying that there is no improvement in efficacy from 2. The IC 50 value for free MTX and 2 was 1 µM. Figure S15 . In vitro cytotoxicity curves for free MTX, 3a, 3b, and 3c, displaying enhanced efficacy from lipid-coating and targeting. Figure S16 . In vitro viability assay testing free Gd 3+ , 4a, 4b, and 4c, displaying that no cytotoxic effect was observed due to free Gd 3+ or the control vehicles 4a-c. This experiment confirms that the cytotoxicity observed for 3a, 3b, and 3c is due solely to MTX and no other cytotoxic agent. 
